2001 2001

B4 B AR R MiBh &
B3 A BRIRATF FE S 5

BIVHIRE D AT T DR RERIRRIE D
RESLIZ B3 B2

PR LT~ 9 BAPIEEES

E{H}F ¥ Dk W%—@
P20 (2008) 43H



B /%

. BEHRBE

FBIVHRE S AT 2 EENTEREORSICET 5%
R

(B#h JCOG0303 71 h a2 — L E

B LT % X ST et o S S ——

T L XS TS T ) —



APRYE =)

BIVEIRIED AT K § D R HERYIBFRIEOHELIZ B $ DS
EESEE & % B R ERRETIIRRGRE Rk SRR

EES  FIVH (stage IV) BENA (T4, Mllym) YIBRFIOTFEIIEBD TRBTH Y. B FiIC
Kb VL EHH RO FEPEENIRIFEIL Y 205D, TOL VAV E LTEABY AT S5
/5-FU(FP) +UIRIGHE RT B Z DR 0T I LA TIRIA<KEHAIN TV AR, TR - T2
DORIADBLETHD, £ZTICOG BHENA I L—TUEOG)L. @E HE FP+RT L {EHAEFP+RT &£ O
F & LB 11/ 1 FRBRJCO0G0303)% 2004 4F 3 AICBHsE L7, BNMAET FED 06 4 3 ARRIZIZA
Z10BID 1/2 & S SEFIEFEOBLE k LB AEDERC, JCOG LB ANE T L — 796 17
MR DAV & DB RO & @xtﬁ%%uﬁ C. 074F 2 AR THE 84 & BIFIZE S\,
LU Z DR TIRHEBEEET N 75 & o DIEFHIEEE —IppIiE L, 7' b2V %ETHD S8
WZHEBA L, 843 HIZ 107 HlDRE LD, T MEBE N MASOFME ZDOERIZLDHE I

HRB~OBITEARABE=Z ) LV TORRELEERFAT DO TETH D,

YRR
W R MW %
TN A & —p R ESTRHEEIE D AL 2 & — ARG SRR R
DR =5 KT
[ENLAS AL v 4 — B L AR B | |ESIASAE v ¥ — RN A E &
WAk FHB AU — B
HiARBRSIAS Al o & — BB B EFERREHINBERE
Tl Jb)1l Bt
5 PR LA BT B RS B AP
L% W BN 1
N KK IE MR v & — 5% HOMEK IR - L 28 B 2
RS e B
BRI AL o 7 — LR E [ESTRBE R A ER £ o & —ARHE R
Py 5% il ER
FAL T ER K2R FIRK R BT M558 & FF T S
TR A FlEg
HRER IR KR - BV LR KIRESR € o 5 — DAt v 5 —
N N B A2
THER KBRS H A Sk I RSTEHE D At & — Rl A RHE B
B 44 LIl
TR At o ¥ —FHERRA B R T Ry T ST S i BRI £
B0 et
FERK R E ISR B A B 7 ESTRBIN B3 At o & — LA R
KU Rz mA 1EFn
RIBHESLIA T > 2 —HEBABEERE | (SRR CRE RS ¥ —RESHE




A. BFEEW
AL, RS 2 Db O AT

BIED AN T DIFEBROMM 2 B & T 5,
IR LR RARIGREID 5 6, T4 fEf] (TR
PRE - RLEIROKBIR: & O#ENR B R ES ~
EHERE) BXOML Y o AEBs (Fme
REREBIARABA /e & OERR Y " EEBE) % xt
R L, REKATONTELBHEAE R T T T
~ +5-FUFP)+ HHBFIERDE, £ORYR
TEINLARTIHE ELATWHEAR
FP+RT & ® T % LML T1/111 AR

(JCOG0303) % JCOG BN AT N—T D%
AR E LTIT D,

Primary endpoint {X24 171,
endpoint & U TSEAEDEIG. IR EHE .
BEFRLET D,

secondary

B. Btk

1. M

(1) M2 CRYELBEOZENEONEN
B,

(2) YIBRFEED Stagelll, IV, T7ebbE#E
Wr iz C S BRI 2R ~ DL HE2 M (T4) DS < 58
b, £V REREHE Y L EilEXR
(N1) 7>, B AT RE 2 BPAPN O1ERG U o /3 Hidis
B M LM ZEFETS,

(3) RIS, Al SE
&0,

(4) 205 LAE 75 5REAT,

(5) ECOG @ PS %% 0~2,

(6) FEoefr. B. BHE. WML T 5,

(1) AHEED 20, ,

(8) AAMHIEIZ LY Informed Consent 73
/FohTWn3

&, REMREL

2. 1RWEETE
(A) @FEHE FP - BURHHRRD)FEFGF AR L
Cisplatin 70 mg/m*/day /& Day 1, 29 {Z volus #¢5-,
5-FU 700mg/m*/day I Day 1-4, 29-32 | Ffee sk iE,
EBRIE#IX 1 B 18] 2Gy, # 5 8], & 30 [&],
BB E 60Gy, MIREHMI 0B 935,
(B) {RFI& FP - HURHR(RT)EIRFOFF R
Cisplatin 4mg/m’/day I35 B BREFATIZ 1 BT
T# 5, 5-FU 200mg/m*/day i1 H—&@HE T
Preipre, HOr R IB#IX 1 B 18] 2Gy. A 5 [E],
730 |, A 60Gy, #IREWINI 40 B &5
Do
3. TFUFLEE /I HABROMIEHE
Z o ¥ MEBE DTHRRBRTIL24 Y4
primary endpoint & U T, 24F4ERE. 14EBHF,
LBEHTZ D 55 B TIHLHET VA T &Y KRG
L. {&A & FP+RT 7Sl % H & FP+RT IZtb~F
BILE > TV ABEICITFE AR ITHEE
20, FELHENFER SNTZHEITIEIMO A Y v
F (AR 2TEOBRBR L) 2K L £ T,
F DHRBE TRHCWIFEO b THH LR
ED R WSS B IHHRR~ L, 55 IARER
TR & FPART OFHHEABGRET 5, H1
ARBR AR T - 5a . Bt ERE, 1FE8HE
LT1ESH N I8261ERT I U —%F
T2HLEHERBRL D,

(B ~DHELR)
BINBH DL ROV T, EEEtR
7a b a—RROPIEERHAEL B L < F%
FTR Y. REBMZ L 2R/FRITRIME SR
5. Efo. TBEERMRICET MBS B
ULy X EE 7R EOEBRVMERANC{E
WELTF &2 8577 2,



1) WXt EEO IRB ARNE S MEak
DI HBEBEEIT .

2) TRTOBEIZ OV TERERN TS 2
CHERICE S BRMIRIEEZAA L Y IGE

3) T—HOMVFWE, BERAZEEMA
DA TEHEREHNT, hoTF—4
—ADEX 2 YT 4 AL EAFRT
FGANY—) REEBTT B,

WFEED 5 = HHEE : JCOG ([ZFTR ¢ D HFZEBEI

$[E T, Peer review LANBERFEE VAL

EEZHNERBEL LTosEERS M

B, Bt B ORRICED TN D, A

Ies . JCO6 D7 u b a— L FEEEER. B

R wefFMERR. BEZAR. BHRIE

REBSRECI2E=FNEREZTDZ

EERBUT, BEELHEEORRICIED D,

C. WFFRER

2004 4= 3 AIAEBIFEBALG & 72 o T2 3 B 1T
FRBGA T TED 2006 4F 3 A TOXFEIIIE
BEEOKYE 524]) T, TES-REKEL
TElo7=, ZOERO—DE, BEOEER1E
BEPTFRLTWEZXIDBELPo72720T
0D, B2 TIESEE & B LA E 0%
B, EE OB T HLEEAIE I
Do TVAGEHEIIIABEE THoT2, £ Z T
HHIEHEE & ORFHZ L D | RAMEICHEER W
#H TS DD — BB I 5%
AoEEE L,
INLOEREEEME S0 ha—L i
RTZ06FE5 A IZAT V. 5 THEER Sy DB G %
2END AF~, o THEIBI OB

SEND TENER L, & 5ICERIBEELE
DOxfFE LT.065 7 ALIE JCOGHH{LEENRAN
BN —TOITHR PR ICETHR L, 2425E7% T
SEGIRGICB O THRIZFER, 07428 KH/E845
WBGEINT, ZOMICIEER L OREBREEE
TERWEEHS 7H (BRRMER. £8 - X8
AR & A i, R - KBS, EEERE i,
7pE) BOHLN, BRPIRECHEYE LIZOT,
OTE2ARICTEREGE —HFIEL, 1 ba—L
HETH D 8 AICHE L=, 084 3 AIZ107#HI0%
BLav. 78 MBI OFM & Z DOfE
BICE S BUHRBR~OBIT 2R3 5 R
WZE3& 2255,

D. B#

B AR T DAL ERBURBRRE OB X
IRKHATRD LN TEY . BIEORFREIX
B E R T 2L FERIEL DA CORRICHE
2 T&E T, 5-FUIRHUREEIRNR Ofth 1 U A Y%
Al LTOEREZA L, 5-FUOKREIEIDR &
A H RSO A & KA 5 (200—300mg/n’) T
Refi] (ABRLLL) ORRRIFE?E#E &5 2
BNTWD, —H VAT TF I3/ EEH T
W EOHRT 2 & (BRI 0 2 SRS
BB X OHEHRIC X 2 EEFELEEN b OMaE
HWHEEH %2 ~T, [KHEFP - RTRIFFF AL
T CICOREORENSATRROBRBIRE L,
Z OHRESHE L BERD 22 5 7280 D
Db EIBRKRARIC L DW= T A&
2WE Fpracticed L ThMWETELLS2DOH
%, & ZCJEOGIL, {KAIRFP - RTRIFFIFFRE L
EREENNCREET B 7=0il, T U ML/
ITHHRBRE1TH Z Ll o,

TEFIHEREIE IR L ORI OER ., #ig



BHEDOFEIRICOGIHLEBE B ANE L —T )

SOFHEBRMAL EDOXFLH#HE L TERER,

20074 2 A KBE84% (FIBHS B ; 110
Fl) BEgIXN~, L LIOBETOINL—T
Bt O R, Toba—L 5 EOREBER)

“possible” & E X LNAIEFBEIEE T THI A LI,

Fabha—nA 151 2 FERFROFEFRBEIOIH
I ABER 4y (F7E B3 1 106) TOIEHBIBIE N4
Biltp o1 2T, BRI TR R BIESERI S D A7
HETEMENI3% LA L EAe DT LG =8 | Bk
AP IR D, | EVOREICESE, B IE
ERFELTZ, 3%EADEELL-JCOGI516LY
HEITUIERE R REL TODIFFRETHY, 3% %
Bz 7L CHIFFERERE DR SN b DRRT
enwkoEROLEIZTaha— LV BGETE2ATV .,
HETHR O 8 AIZHBI L7z, 084 3 AIC107H|0 %
FLin, WaBE=F Y IOREREL LT
H MMEBIHEER S ML . ZORRICEVE
HIHERBA~DOBITEZHET D TFETH D,

E. @

KRBT RTT5F 2 /5-FU « IR A
FIEOF I & B LR ENIIREET 5729
W27 U MEBI/ITIIERBREZE TR TH 5,
HEROLHER 23 Ui . T 7 MEBITEE
SOBEBIZHEEL >OH oA, RRBEEET
M 7THNE LT DI B GO —IF P I &2 RIER
< &nfe, Frba— L BETRICBREEHRL, 7
v & MMEBIEER Sy OFFH & 7 DFRERICE DS
HIFERBRA~OBAT & RET 2REITE S &E DD
»5,

F. SRR
itk L,

G. Wk
1. HEBEOTTICET 2 —EHE2R

2. FRERXR

(1) ZHSE : BERE (RERITROBRNKE
BY State of the Art] 543 [\ AAE
IERFEaRE, 2006, ATHE

(2) B . BE Y v a v [$I5% update
B 5 45 Bl H AR IBRFE 2R, 2007,
prk il

(3) WA BB M RFATA RS v a [ET
RIEREOIREERIE - {LEHSTREE vs S8
$ik- | HEITRIERII XY 5 EFEMTEE DI,
69 Bl AABRKABFEIRR. 2007, BR
iz

1) RIEAf. L >R A [RIEBBIEN
(L HETRRIEEIZ BT D Salvage FfDE K]
WL R b AT REEBRIEHULF B RE
HRIZEIT D Salvage T EE. 510718 H
AARFERE, 2007, Kk

(5) il @, fth: RO YL [RESR Salvage
BEOBR L GRORBRE] REHBIZBTH I
N— IR OB LS. 62 [a BARHIE
AR FERRE. 2007, HOE

(6) RXEFHEZ . fih: v —~ > a 7 [Salvage surgery
~DOBAT~ DR AT & A& LD TR
Salvage surgery D& H < BHRESE. # 59
B BASEFRFMES. 2005, HIK

H. XM PEHED LR - TBRERIRD
&< L,



JCOG

dapan Clinical Oncalayy Groug

Japan Esophageal Oncology Group: JEOG(BEMNAT IL—T)
BEFBHEHEPHRRBUSIDRNERB ORI EREKARER) (/R 14 F5E)
TBEE LA DTS IEEMAREDORSLICET 555
BEEFEENABMEEIEERE 3(1415-3)
DHIEEBHERI o) T B ERAEEIOHD S HERARN R I
FAEFBENAMBREISETR 414 15-4)
[ZRRARRRROEDE ED-HOH RS IZET IR IM

JCOGO0303

B8 LDPF-RT Phase Il /1

B ETMSBRENAIZN TS Low Dose Cisplatin/5-FU-BUH 8 E
s O FA# 5% & Standard Dose Cisplatin/5-FU- Hﬁ‘fﬁﬂﬁﬁﬂﬁﬁﬂi&@
S LEE I/ MERBREBEE (R)

Wit RS
i 1AL
R RKENNREREREAR
T272-8513 FEREBITEE 5-11-13
WAL 047-322-0151 NER(2014)
FAX:  047-325-4456
e—mail:  nandoW@tdc.ac jp
MREHES
A =

ZHRLAAE 2—EEB5 T

T464-8681 BHBRBAHET FIEXEFR 1-1
TEL 052-762-6111

FAX 052-763-5233

E-mail mshinoda@aichi—cc jp

20024 12 806 B JOra—/LatvFHEH
2002 4£ 12 A 18 B JFara—iLartvFRERE
20045 28208 JOra—)LER

2004 % 4 B 238 F1EIOra—LHET
2004 £ 12 B 248 FE2@70ka—HKET
20054 3 A 318 #E3EIOra—/LAKET
2006 £ 11 B 278 #H4E7O0a—/)LEkET
20074 7R 258 E5@70ba—La&ET



JCOG0303

0. BRE
01—+

MERBFFETEENA

T4 and/or YIBRAEE!) >/ \ER

20~758% . PS 0-2
v
S5 LB
T4/T1-3
PS O/1/2. iEE%
ARt BEt:
Standard PF FUET#REE % Low Dose PF A%

0.2.B8%

E BRSO, VRTINS DM BT EITRENAIZH T S, Low-Dose PF- B4R Bl B 6t F
FEOAENMEEREHE T T 5=, EHE AP THS Standard PF- BSHRBBGFARELDOS A LILE L/
MHEBREITES.

Primary endpoint 3£ 47 #AR8. secondary endpoints EL TSR £ ENES . ABRTEES. PSEBOARTEE
E.8EFERET S,
0.3.5x4%

1) ARBERICT. BEE(RELEE. BRIELEE. EEEMREOVLTAN) HGIHSA TS,
2) BEEXICT. ESHNEHEE (Te)IZBRET S,
3) FEHHID CT ERICT. YIRFRELHIBTEN D,
4) BHRIUIOEEZH TTIEOLThELEHITL,
) ERYAHEBLUNORGEFER
i) BEQEE
i) BEHEE
5 EHRBOEHEMN20FLLLE. 5RUTTHS,
6) PS(ECOG)H0.1.2DWWThMTHD,
7) HOAAEITH T HAERLEH TIEREREL - B REEOBEN R BERICHLTRABRENERE
R {ATAROEL,
8) HERBMIZTOVLWTEZFERANSXEBTREIMNFON TN,

JCOG 0303 2 /78



JCOG0303

0.4.;4
A Bt : Standard PF- BURSEER
5-FU 700mg/m?/day civ dayl~4, day29~32
CDDP 70mg/m? div dayl, day29
RT  60Gy/30fr/6w (5 HFE/#) x6 8

B #f:Low Dose PF-UHEHGLE
5-FU 200mg/m?%/day civ (5 BRE/3#) x 68
CDDP 4mg/m?/day div (5 BFEl/#) x6 58
RT  60Gy/30fr/6w (5 BRE/E) x6:&8

0.5. TSRV ARG
TR AR
5 1 BERS 110 45
EERWIR 2 . BEHIRT R E~ I RO HIEDOEBRR TR 2 AEDEZZILY)
5 UABEDSY 364 Bl (JE S DB DS HE)
RPN 5 & CENAEE S E ), BIEIR BRR TR 1 E
B0 - ARSI A S E - 6 &

0.6.AL\EHE%
B GABREFRES BERMHUREET L0 - HIRABER (&R, 17.6)
B8 FIE., LA (CRR) BEBAE JCOG T—3 2 2—(17.11)
FEEZHL . JCOCHR- B2 ITMERESEER (17.10)

JCOG 0303

R/78



WIFER R OTTICET 5 —RE

EERA| X FA Mg |BER2GED| & B 4 |HREA| HR# [RX—2 | HRE
wmEL4
Nobutoshi |Postoperative Mark Difficult Springer 265-70 | 2007
Ando ad juvant therapy |Ferguson [Decisions in
for completely Thoracic
resected Surgery
esophageal
cancer.
BREKL WMXFA Mt RFzEEL 5 R—=y HIRRE
29300 MATEFEDcontrovers | ERKELE 332-336 2005
y DERESAD NEFEAR
TR RN LR
i vs. B EIER
H. Fujita, Esophagectomy:Is it World J 29 25-31 2005
S. Sueyoshi Necess?ry after Ch Surg
’ emoradiotherapy for
H. Yamana, a Locally Advanced T
et al 4 Esophageal Cancer?
Prospective Nonrand
omized Trial Compari
ng Chemoradiotherapy
with Surgery versus
without Surgery.
T. Nakamura, Salvage surgery afte| Esophagus 2 123-128 2005
K. Hayashi r_definitive chemora
’ diotherapy
M.0Ota, for esophageal cance
et al Tr.
=il FENA, ?_ﬁ-ﬁ%ﬁﬁﬁ&&:ﬁ ARESH 56 (4) 336-342 2005
Asecond-line& L
K T ®DDocetaxel + Ned
8 JR3E, aplatinfif AL ORKR
" ESR




M. Yano, Correlation Between|] Surg Oncol 89 244-250 2005
T. Yasuda, Histological
H Mi Effects on the Main
-Miyata, Tumors and Nodal S
et al tatus After Chemor
adiotherapy for
Squamous Cell Carci
noma of the
Esophagus.
M. Tahara, Clinical Impact of C| Jpn J Clin 35(6) 316-323 2005
riteria for Complete
A. Ohtsu, Response (CR) of Pri Oncol
S. Hironaka, mary Siteto Treatmen
t of Esophageal Canc
et al er.
T. Yano, Photodynamic therapy| A Society 62(1) 31-36 2005
as salvage treatm
M. Manabu, ent for local fail for
A. Ohtsu, ures after definit |Gastrointes—
ive chemoradiother tinal
et al apy for esophageal
cancer. Endoscopy
TR RE. BIEYIBEAGERESITR [Jpn J Cancer| 32(1) 53-56 2005
PN BRI 5 Chemother
A FUIE, Nedaplatin/Adriam
ot FlE ycin/5-FU (NAF)
ff F#E 1L DPhase
I Study.
7NN/ AT RBEFEIEEEA~D AR SRS 93(2) 215-216 2006
"y kg
WA R P
Nakamura T, Chemoradiotherapy Hepato-Gastr 53 705-709 2006
et al With and without oenterology
esophagectomyfor
advanced esophagealc
ancer.
Tomimaru Y, Factors affecting the|J Surg Oncol| 93 (5) 422-428 2006

Yano M,

Takachi K,
Miyashiro I,
Ishihara R,
Nishiyama K,
Sasaki Y,
Ishikawa O,
Doki Y,
Imaoka S.

prognosis of patients
with esophageal
cancer undergoing
salvage surgery after
definitive
chemoradiotherapy.




Minashi K, et al

Chemoradiotherapy
for Elderly Patients
With Esophageal
Cancer

Zhang S, Computer assisted an| Clin Cancer 12(6) 1735-1742 2006
Hironaka S, alysis of biopsy spe Res
Ohtsu A, et al |cimen microvessels p
redicts the outcome
of esophageal cancer
s treated with chemo
radiotherapy.
Suwa T, Release of band cells| Langenbecks 391(5) 461-466 2006
Kitagawa Y, from the bone marrow| Arch Surg
Sasaki T, is impaired by
Shatari T preoperative
Sakuma M, chemoradiation in
Kitajima M patients with
esophageal
carcinoma: increased
risk of postoperative
pneumonia
LE—M. KBRS EROE |  F#72007 61(13) 1965-70 2007
7O, FHIRETICRIE LT
RIS, fit | KREREEEICR LT
FRERREINRAT/ M) 57
FRIFR T 72141
At 55, REFICBT LG BoOBK 53(1) 43-7 2007
KHBIER, L& L TORIBHLE
FREE, | BRI
I TERIYBIRER | EORK 53(10) 619-23 2007
KHIERE, ST DALF U BRI L
REZE4. i #%salvageFHT DB,
Matsubara H Salvage surgery for | Ann Thorac 13(5) 293-5 2007
esophageal carcinoma| Cardiovasc
after_definitive che Surgery
moradiation therapy.
Takeuchi S, A Retrospective Study|Am J of Clin| 30(6) 607-11 2007
Ohtsu A, of Definitive Oncol




s B, [ e Bt 548 | BOBRKE 53(10) 599-604 2007
de)it B, TR F U BRI A4
Lk G ML [salvageFINDRRES
g 5k, B ERII T 2R | BOBRK 53(10) 635-9 2007
2 ol /N 15 B BB B L L
¥+ pkFn, filt % DsalvageFWDE
FLEBTUITOWNT
Shimada H, Have surgical outcom| J Am Coll 206(1) 48-56 2008
Shiratori T, es of pathologic T4 Surg.
Okazumi S, esophageal squamous
Matsubara H, cell carcinoma reall
et al. y improved? Analysis
of 268 cases during
45 years of experien
ce.
Saito Y, Endoscopic GASTROINTEST 67(2) 355-9 2008
Takisawa H, submucosal INAL
Ken Kato, et al|dissection of ENDOSCOPY

recurrent or residual
superficial
esophageal cancer
after
chemoradiotherapy




32

Postoperative Adjuvant Therapy for
Completely Resected Esophageal Cancer

Nobutoshi Ando

The standard procedure for “esophageal cancer
resection among surgeons in Japan has been a
transthoracic esophagectomy with lymphadenec-
tomy. Since the late 1980s, a three-field lymphade-
nectomy including dissection in the neck,
mediastinum, and abdomen for patients with
cancer of the thoracic esophagus has become
popular among Japanese esophageal surgeons
seeking a more curative intent. The rationale foran
extensive three-field lymphadenectomy' is based
on the empirical intelligence accumulated from a
conventional two-field lymphadenectomy, namely
a relatively high incidence of cervical nodal metas-
tases and cervical nodal recurrences. Therefore,
cervical lymphadenectomy was added and an
upper mediastinal lymphadenectomy was per-
formed thoroughly in keeping with the new phi-
losophy regarding aggressive surgical therapy.

Nonetheless, the 5-year survival rate of the
patients with pathological stage IIa to IV squa-
mous cell carcinoma of the thoracic esophagus
remains relatively modest at less than 40%.’ The
surgical invasiveness of this procedure is
approaching the limits of tolerability for patients,
precluding even more aggressive surgery. There-
fore, to improve outcome for esophageal cancer
patients, the development of effective multimo-
dality treatment is urgently required. In Western
countries, preoperative (neoadjuvant) chemo-
therapy or chemoradiotherapy™* predominates.
Japanese surgeons historically have preferred to
wait until after surgery to avoid increasing opera-
tive morbidity, considering the invasiveness of
transthoracic esophagectomy with extensive
lymphadenectomy.

32.1. Growth of Surgical Adjuvant
Therapy for Resected Esophageal
Cancer in Japan

Since 1978, the Japan Esophageal Oncology Group
(JEOG), a subgroup of the Japan Clinical Oncol-
ogy Group (JCOG),” has been developing adju-
vant therapies for esophageal squamous cell
carcinoma (ESCC) using prospective, random-
ized, controlled trials. Regarding the histology of
the tumors, squamous cell carcinoma comprises
more than 90% of the patients with esophageal
cancer in Japan. The second phase III study
(JCOG8201° 1981-1984) revealed that the 5-year
survival in the postoperative irradiation group
(50Gy) was significantly higher than that in the
preoperative plus postoperative irradiation (30 +
24Gy) group (level of evidence 1b). The third
phase III study (JCOG8503’ 1984-1987) was
designed to compare postoperative irradiation
(50Gy) and postoperative combination chemo-
therapy with cisplatin and vindesine. This study
revealed that there was no significant difference
in survival between the two groups (level of evi-
dence 1b). Although these results suggest that
chemotherapy had an effect on survival equiva-
lent to postoperative irradiation, the results could
also have been interpreted as demonstrating that
neither postoperative chemotherapy nor irradia-
tion had an impact on survival when compared
to surgery alone. Even though the postoperative
irradiation regimen in the second and third
studies were the same, the 5-year survival in the
postoperative irradiation group in the third study

265
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SURVIVAL RATE

A: Surgery alone (n = 100)

B:Surgery + chemotherapy (n = 105)

N. Ando

FIGURE 32.1. Overall survival curves of all registered
patients randomized to surgery alone or surgery
and postoperative chemotherapy with cisplatin and
vindesine. The S-year overall survival was 45% in
patients with surgery alone and 48% in patients with
surgery plus chemotherapy (p = 0.55).
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(44%) was better than that in the second study
(33%). This may be explained by improvements
in the cervico-upper mediastinal lymphadenec-
tomy, which was developed during the period of
the third study.

Following the surgical improvements, it again
became important to study whether adjuvant che-
motherapy following optimal surgery had any
additional impact on survival. The fourth phase I1I
study (JCOG8806°) was thus designed to compare
surgery alone with surgery plus postoperative che-
motherapy with cisplatin and vindesine.

32.2. Postoperative Adjuvant
Chemotherapy with Cisplatin and
Vindesine for Resected Esophageal
Squamous Cell Carcinoma

In JCOGB8806, a total of 205 patients with stage
I to IV esophageal squamous cell carcinoma
underwent transthoracic esophagectomy with
lymphadenectomy between December 1988 and
July 1991 at 11 institutions. These patients were
randomized into a surgery alone group (100
patients) and a surgery plus chemotherapy group
(105 patients). The surgery plus chemotherapy
group received two courses of cisplatin (70mg/m?)
and vindesine (3mg/m®). This is the same postop-
erative chemotherapy regimen used in the third
phase I1I study. While the chemotherapy doses
were low by Western standards, there was only one
treatment-related death in the surgery plus che-
motherapy group. Therefore, the chemotherapy
dose was consistent with general policies in Japan.

The 5-year survival rate was 45% with surgery
alone, and 48% with surgery plus chemotherapy
(Figure 32.1). There were no statistically signifi-
cant differences in survival between two groups
(log-rank, p = 0.55), even with lymph node strati-
fication, pNO or pN1. Based on these data, it was
concluded that postoperative adjuvant chemo-
therapy -using cisplatin and vindesine has no
additive effect on survival in patients with ESCC
compared to surgery alone (level of evidence 1b).

32.3. Postoperative Adjuvant
Chemotherapy with Cisplatin and
Fluorouracil for Resected Esophageal
Squamous Cell Carcinoma

The JEOG phase II study of cisplatin and vinde-
sine for patients with advanced esophageal cancer
(JCOGB8703)° suggested that the chemotherapy
used in the above JCOG 8806 study had only a
modest effect (level of evidence 3b). In contrast,
a JEOG phase II study (JCOG8807)" of cisplatin
and 5-fluorouracil demonstrated a promising
response rate of 36% (level of evidence 3b). We
therefore initiated a randomized, controlled trial
(JCOG9204)" to determine whether postopera-
tive adjuvant chemotherapy using a combination
of cisplatin and 5-fluorouracil has an additive
effect on disease-free survival and overall sur-
vival in patients with stage IIa, IIb, III, or IV due
to M1 esophageal squamous cell carcinoma.
Patients undergoing transthoracic esophagec-
tomy with lymphadenectomy between July 1992
and January 1997 at 17 institutions were random-
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FiGure 32.2. Disease-free survival curves of all
registered patients randomized to surgery alone or
surgery and postoperative chemotherapy with cisplatin
and 5-fluorouracil. The 5-year disease-free survival was
45% in patients with surgery alone and 55% in patients
with surgery plus chemotherapy (p = 0.037).
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ized to receive surgery alone or surgery plus che-
motherapy. Chemotherapy included two courses
of cisplatin (80mg/m?/1 day) and 5-fluorouracil
(800mg/m*/5 days) within 2 months after surgery.
Eligible patients were stratified according to
lymph node status (pNO vs. pN1). The primary
endpoint was disease-free survival. Of the 242
patients, 122 were assigned to surgery alone, and
120 to surgery plus chemotherapy. In the surgery
plus chemotherapy group, 91 patients (75%)
received both full courses of chemotherapy; grade
3 or 4 hematologic or nonhematologic toxicities
were limited. The 5-year disease-free survival
rate was 45% with surgery alone, and 55% with
surgery plus chemotherapy (one-sided log-rank,
p = 0.037; Figure 32.2). In the pNO subgroup, the
5-year disease-free survival was 76% in surgery
alone group and 70% in surgery plus chemother-
apy group (p = 0.433). In the pN1 subgroup, it was
38% in surgery alone group and 52% in surgery
plus chemotherapy group (p = 0.041; Figure 32.3).
Mortality risk reduction by postoperative chemo-
therapy was remarkable in the subgroup with
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lymph node metastases. The 5-year overall sur-
vival rates were 52% and 61% respectively (p =
0.13; Figure 32.4).

We found that disease-free survival in the
surgery-plus-chemotherapy arm was superior to
that with surgery alone with marginal statistical
significance even though no difference was shown
for overall survival. We can offer two hypotheses
to explain the divergence between disease-free
survival and overall survival. One is the effect of
imbalancein extent oflymphadenectomybetween
the arms. The other is the sham of overall survival
data. We believe that the difference in disease-
free survival between the two study arms proba-
bly resulted from eradication of intranodal and
perinodal micrometastatic disease by chemo-
therapy. The benefit of chemotherapy for overall
survival was diluted by subsequent therapy given
after recurrence, for example, chemoradiother-
apy or extirpation of lymph nodes. We favor this
second hypothesis and consider disease-free sur-
vival prolongation by adjuvant chemotherapy to
reflect the true patient benefit.
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On the basis of these data, we concluded that
postoperative adjuvant chemotherapy with cis-
platin and 5-fluorouracil has a detectable preven-
tive effect on relapse in patients with ESCC

compared with surgery alone. Accordingly, the

present standard modality for stage II and III
ESCC in Japan is transthoracic esophagectomy
with extensive lymphadenectomy followed by
chemotherapy with cisplatin and fluorouracil
(level of evidence 1b; recommendation grade A).
In the future we need to know the optimal time
for giving effective adjuvant chemotherapy,
and a randomized, controlled trial comparing
postoperative adjuvant chemotherapy with neo-
adjuvant chemotherapy using cisplatin and 5-
fluorouracil is ongoing (JCOG9907).

32.4. Study of Adjuvant
Chemotherapy Reported from
Western Countries

As mentioned before, preoperative (necadjuvant)
chemotherapy or chemoradiotherapy predomi-
nates in the Western countries, and only the fol-
lowing studies regarding postoperative adjuvant
chemotherapy are available from a literature-

based review. The French Association for Surgi-
cal Research performed a randomized controlled
trial’? comparing surgery alone with postopera-
tive adjuvant chemotherapy using cisplatin and
5-fluorouracil for patients with ESSC. Before ran-
domization, they stratified 120 patients into two
strata, curative complete resection and palliative
resection leaving macroscopic or microscopic
tumor tissue. Chemotherapy consisted of a
maximum of eight courses (minimum six courses)
of cisplatin (80mg/m?*/1 day or 30mg/m?/5 days)
and 5-fluorouracil (1000mg/m?/5 days) within
1.5 months after surgery. Overall survival was
similar between two groups with almost identical
medians of 13 months in adjuvant chemotherapy
group (52 patients) and 14 months in surgery
alone group (68 patients). The survival curves
with and without chemotherapy were similar in
stratum of curative resection, with identical
median of 20 months, and in stratum of palliative
resection, with identical median of 9 months.
On the basis of these data, they concluded that
cisplatin and 5-fluorouracil are not useful for
patients with ESCC who have not undergone
curative resection (level of evidence 1b).
Armanios and colleagues carried out a multi-
center phase II trial”® of postoperative paclitaxel
and cisplatin in patients with R0 resected, patho-
logical T2N1 to T3-4 Nany adenocarcinoma of
the distal esophagus, gastro-esophageal junc-
tion, or gastric cardia. Postoperative chemother-
apy consisted of four cycles of - paclitaxel
(175mg/m?*) followed by cisplatin (75mg/m?)
every 21 days. Fifty-nine patients were recruited
from 20 centers. Two-year survival was 60%, and
they compared this with their historic control



32. Postoperative Adjuvant Therapy for Completely Resected Esophageal Cancer 269

value with surgery alone of 38%. They concluded
that adjuvant paclitaxel and cisplatin may
improve survival in completely resected patients
with locally advanced adenocarcinoma of the
distal esophagus, GE junction, and cardia (level
of evidence 3).

32.5. Postoperative Radiotherapy

Preoperative radiotherapy had been the standard
treatment for patients with ESSC until the early
1980s in Japan. Based on the result of an above-
mentioned randomized controlled trial, in which
the 5-year survival rate of postoperative irradia-
tion (50Gy) group was significantly higher than
that in the preoperative plus postoperative irra-
diation (30 + 24Gy) group, thereafter postopera-
tive radiotherapy took the place of preoperative
radiotherapy. In order to determine whether
postoperative radiotherapy had an additive effect
on survival of patients who underwent esopha-
gectomy, randomized, controlled trials were
carried out. French Associations for Surgical
Research performed a randomized, controlled
trial comparing surgery alone with surgery fol-
lowed by radiotherapy of 45 to 55 Gy for patients
with ESSC. The median survival time was almost
identical to 13 months in surgery alone group
(119 patients) and in postoperative radiotherapy
group (102 patients). They concluded that post-
operative radiotherapy did not improve survival,
and this lack of improvement in survival was
present regardless of lymph node status (level of
evidence 1b). In another randomized, controlled
trial”® comparing surgery alone with surgery (fol-
lowed) by radiotherapy for patients with both
ESSC and adenocarcinoma, 130 patients were
stratified into two subgroups: resection (60
patients) and palliative resection (70 patients).
Radiation dose to the target volume was 49Gy
after curative resection and 52.5 Gy after pallia-
tive resection. The median survival time in post-
operative radiotherapy group (65 patients) was
8.7 months, which was shorter than 15.2 months
for surgery alone group (65 patients). On the basis
of these data, they concluded that the role of post-
operative radiotherapy is limited to a specific
group of patients with residual tumor in the
mediastinum after operation (level of evidence

1b). Postoperative radiation therapy is appropri-
ate in the specific group of patients with an RO
resection of squamous cell esophageal cancer
with a T4 tumor invading the tracheobronchial
tree or the aorta and with bulky N1 disease abut-
ting neighboring structures (recommendation
grade A).
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